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w m * 

DNA t RNA^?>&5 2*i^^^ «s &ttL 

#! RNA JfeflL *>5V»fifflfrrtu:i*A1-5 £. J: 9 ^(DMWttsm 

tt£*#o mRNA {£51 U % fi^lftt mRNA <D&M h & -5 3fi45T-©3§?a £ 

pa^1-5 mT^OM^ TRNAi gf)*j tm-tZ z. (£lTr.tt 
£r TRNAi fej fc«ti"« fc 5 r. c^ifefir. tL^T?^tt)(Waterhouse, 

P. M., et al., Proc. Natl. Acad. Sci. USA., 95, 13959-13964 (1998)) „ b V / V 
— ^ (Ngo, H. et al., Proc. Natl. Acad. Sci. USA., 95, 14687-14692(1998)) % b 
K9 (Lohmann, J. U„ et al., Dev. Biol. ,214, 211-214(1999)) > /7t57 

(Sanchez Alvarado, et al., Proc. Natl. Acad. Sci. USA., 96, 5049-5054 (1999)), 
HiL (Fire, A., et al., Nature, 391, 806-811 (1998)). */ a $ V s a $> s< m 

(Kannerdell, J. R., et al., Cell, 95, 1017-1026 (1998) ; Misquitta, L., et al., 
Proc. Natl. Acad. Sci. USA., 96, 1451-1456(1999)) (DmW~V$} 5 - t & 

2 ^-^^fflLfc^tl 19?^ l^^-f- K*»6j5c5 2 RNA *JiV*Lf** 

©t$^*BJ3Sfc*3VNT , RNAi 86**5^, fettS r i*S«ft$ttTVN5 
(Elbashir, S., et al., Nature, 411, 494-498(2001)) „ 

sft-fflftJf&attjgbfcJftJfitflt*©^^ y — - V^fe{c*5V^X % RNAi SsSr 
M^5#-fi'tt«^ e>a»t?*>«#, RNA(i#(C 1 *«©)RttT?«: RNA#A?B**fc 
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#3893^ DNA ^^^^ t }c J: 13 S^tt©fl4-5fc2*i2K y ^ ^ V'tf-f - Kfc 
IBIS, fc5VMi|S#:^3»Ai-S r t J; 19 % t*#y jsc* u a- K 

*ga**na&-efc5 cho-ki fcifev^-c, ^ j /7s9- tfat-fi^©— «©4fcanE2fli*-5fr 

1"5 DNA t RNA ©vn^ y y y Kt?feS 2 y?^ W h\ t$£Xfi DNA 

t RNA 7"C4>5 2 zMKstf y JSC ^ V^"^ K^iALfc SE*BiartC 

BP*>, **MfcJ:*Hi. TIB (1) - (2 4) fcflB*t©J8 8a*«ft*;h,.5o 
DNA t RNA b ft 5 2 !J ^ ^ >tf KSr, & 5 VMi<B#Ul 

(2) 2#gl# y ;* * V*f- K*S N g Bfiit 1 bft5 ^ t ^# 

fct-t-s-fce (i) ^mm<D^m. 

( 3 ) 2*«g7K V X? is*? Ks», DNAili RNAK©^ 7' JJ y KtfcSr t 
*#^fc1-§±fB (1) *fctt (2) lC|S*<D^fe 0 

(4) DNA i i RNA fiH©^^ ^ U y K^, ty^i# DNA"C, TV^-fe^* 
RNAt'fcSr iSr#^i-r-5±WB (3) Kl|B«fe©^fe tt 

( 5 ) 2*$t*° y ^ K^S, DNA t RNA 7tfc5Ci Sr#*fci- 

3 -LIB (1) (2) fcfSi^©*-}fe 0 

( 6 ) 2 2MK# y 3* * i^^-^ K*s % # y 5? * 5 t ^±ic 

ffil©— «P* S RNA TffcSi tS:#mt^5±IB (1) ~ (5) © l^ft^fclEii 
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(7 )±mm<D-M&, 9~ 1 3 5?^l/tf Ka»G>fc5 n b Sr##ti-5±SB( 6 ) 

^ WK©5t), 7 > * < t -bfflS 1 / 2 as RNA t&Sil: ±15 

(I) ~ (6) ©v»-Tixd»K:B*©^feo 

(9) Sftate^ fc» £. t Sr#^fc-fS±|5 (l) ~ (8) ©VN-ftL 

a^cfEifco^feo 

do) ±ie (i) ~ o) ©v^-ftuj^fciatfto^ifeiciswftate^ioaisiia 
s^m, his, &&\<^zmmzmnz>mmm<Dmk&m%rT?> - * §r 

(II) -LIE (1) ~ (9) m^ftfrfclB*©;fr&&/8^;MRft*e^©3&» 

(12) _LfE (11) K:eik©^jSfefcJ:5#fe*i*j|iIJ&, fc5V^±<B# 0 

(13) ±1B (12) ^IBttOlfflJJS, mm, *3l*tti^fcttfcttff*rl6anU 

(14) ±|B (13) fcfB*©^flsfciD#fenfc««*#S!i^i-t-*«tt* 

(15) ±tB (13) &&&&&&& xvm&ZHfttoK&MMfc't&z.k&to 

(16) ±is (i) ~ (9) wvN-f tia^cSB«4©^fe^*3VNT, anus, $> 

(17) _hiB (i) ~ o) ©^r^aM-fBis©;!?^^^, hbjis, m^, h 

^*-s ROM* DNA 1 1>— «5®iS[SE?llfclUr«Ilcra-OE?ll^6 
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ft (9 , DNA *-§tj?2jfm RNA A L T , ft^f ^t 2 ' >f -jr- 9 ~ 9 > 

(is) >r 9-9-9 ^^f*\ ^^^^sr*i**t^#s-t5flr-§-*t 

#Jfc0!lLT3E<ffcLT^< t>©-T?ifc5_hlB (1 6) * fc (1 7) KHB«©:fr8so 

(19) >"r V ^— * — * v^fCtfS, ^7s 7— if-efoS -LIB (16) - 
(18) ©IN-f ttfrfcflBitO^ifc. 

(20) (i) m#}&fc¥<D'j>t£ < k b—&<Dm.mmmtmw$>frm-(Dm5\i&^ 

ir% ^9 U^^- FTfcoTDNAtENA©^^ 9 fo ft 5 % © 

L, (ii) 0E2*fiftzK y FSrflljeu 111, fo5VM±{g{2M£2»AL. (iii) 

M, fc3^r±fl#<F©*tt3»e^©»SMft*«£Us (iv) «ttafc 
ef©5saia*H: RNA -e*>5 n iMSi § *u£BB?U«:#£1- 5 i «r#«t 
t*« RNAi feicfctf 5 RNA ©ailBWifc©ra*^ife. 

(2 1) 2^:^*°!) ^ ^ U$-=f- , ^r© 2*^©Jf fefe^ — RNA ^-Cfc 
5 r. t Sr#«t"t-5 Jiffi (2 0) (clBtt©^fe 0 

(2 2) _hfB (1) ~ (11), (13), (15) ~ (21) ©V»-f*i)&»K:|E*a> 

(2 3) ^ft < t fe_hl3 (2 2) (C|Bic© 2^«t>K 9 * * t^? 1 K*-&tf««jJt 
(2 4)iJ»ft< fc t>±B( 2 2) KBto 2#$itf? y * 9 KSr^tfiB ( 1 ) 

~ (id, (i3), (15) ~ (21) ©v^-r^*»fcia<i©^ife*fT 5 

HBO^ftmej 
mitt, 2*mtfV99 \"X"?-F<Dft9U£mt>ti1t2 1 % 9 V*^- 

l *M y ^ Koffi?USr*"rS"efeS„ ^fivtfeis 5 ' 3 » 

^^?rm*U, RNA, TiH* 5 DNA ^bft 5 £. 4: £^1~ 0 

H 2 tt, CHO-KI Mfc, DNA- RNA :/ y y K<z> 2 JfcflaK y ^ l--^ K 
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0 3 ft, S2jftlJSK:. ty^I#RNAt, Ty^±^xm& DNA-RNA 

7X*h% 2*M#V U**? FSr*Abfc»-e-© luc at-fe^s 51 ©&§.#& ^-r 
H T? & 6 o 

8 4li, HeLaM, RT* HEK298 *USfc x t^I«S RNAT?» -fe ^ 

^ij^ DNA-RNA p* 2 Jfm.^ JJ ^ ^ Wjj-^ KSriALfcl^O luc it 

BIS It, CHO-Kl jRBj»|c N DNA-RNA ^r^ 7t'fc5 2*1^ y Wtf K 

ALfc®^© iuc»-g^isa©ias«r^i-igT?*>s e 
3§0J 5 fc (DBMS 

(1) RNAi ffi V - * ?5 /c © DNA i RNAA>tj/jJ5 2^^^?y W^-^ K 

#389Hf±, iiM^^-©^ < 1 1>— *5©it[aEE?iiisiftttfciai— ©ib?u&% 

i"5 DNA i RNA 4»&452 U J* ^ ^^-^ K«r* IBUS. lEHOU fc5 VM±<B 

(jy.T-ti£r rfcfci£A#J t»f5^H^5) ic mRNAs MISEi- ^ 

#Wfcf± N ^A1-5*f^#)©ft^tt©<b©-?fe, Sfc^5l5tt(Dl3©T'% ± 
fc, Ife-fefri^^^E-t-^aftfi^-efcx f^-fe-jfc^© iOTW^, fl-*i*©t>©t 

DNA i RNA^f,45 2*i*l Utf K (J^T> r2#gt#!;*^ 
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7 0%m±, * b fcjff* t < ft 8 0 1taJ:©ttlBlttttt5 1 i *l*t5. * 

? is* ?■ k©h*h: i9?? i/^-f- K*>e>«W3t^©^-— y ^?*? 

— A (ORF) 0^**-^©*n^T*5**"C t> il/^S, 1 9-5 0 0??U*f 

*5V^THU 3 0?? K^±©^ftSr^-f5 2 RNA KR/fe LT^-ft-flS 

tt"C*3»5 (Mareus, P. I., et al., Interferon, 5, 115-180(1983)), tS? 2 RNA 
^^BJgrt tftAtS £ „ PKR (dsRNA-responsive protein kinase : Bass.. B.L., 
Nature, 411, 428-429(2001)) 8r:fr lt# < ©*^©^f? H KB. 

^fti: 1W]R#(C 2 \ 5 ' oligoadenylate synthetase (Bass, B.L., Nature, 
411, 428-429(2001)) Sr^- LT RNaseL ©jgtt-ffcaSjB ~ Q > &BJfe ft © RNA ©^ 

»«JKJ&#l*it£ft-CL* 5. ^oTnffLSSi^s *fc«^t)]%^5fe©l0JS N fc 
S V^f±*aajSr««Aflcfc LTJHV^SS^fclW: 1 9 ~ 2 5 L<ttl9~23, 
$ bl'^K {419-21?? W-^-^- K*»6>Jte« 2#*(# y ? ? KflSJS 

v^ixs. ^mmco 2#m#v ? ? ks, 2 

ft < > 5 \ SffcfiS * *«S*s-gP^Wbfct>©t>-&^ N *©&m*iftW: 1~5? 
? F\ it?* b < » 1 ~ 3 ? ? K\ * £>K:#S L< 2 ? ? U^"^ K 

T?fe3 c Sfc, *1)ff*lV\flli:iri4, y ? ? W5f-7- K«© 3 ' 5fcH»as2 

©7?%£V\ I aftijESrtti 1 !I Ji ^ t^^f Ki LTtt, Wfc-tfs 35 
^rl«lR«S?«SrWr« *>©WW &^3 0 

$ fete* DNA t RNA ©?!-£- (Co ^T}4, DNA 0( £ RNA m © ?" V y FM 
DNA h RNA © ^ 7lf^fflV> ?>*t5 0 DNA ft £ RNA il © ^' y y K 

§ fc©-T?*>3fig VtomftZ fcotfcoTfcJ:^, L< (4, -fe^^fiS^ DNA 

6 



WO 03/044188 



PCT/JP02/12183 



TffctK 7yf^y^i#RNAT?fc5t©^fflV^ti5o *fc, DNA fc RNA 

©B?tPl^{c^^^aB^J^cov^Ttt s m ai 1- s « i& * <s ^ © is m pa # it © #f #f & 

•K RNAi&(c*5(tS RNA©M§IS«^;£1-3C £ tTtS. LTftg^ 
ttfc^T* 7l©S* LV^J t LTIi^ 0»J£«!, 2##|* y 5? ^ K©_h»fE« 
<D-W RNA T?&5 ©tf^tf P>ti5„ ^n-C, ±JfEflliB: s trios' 

y ^ if U^rf- \?<D±m<Djfc1$;fr£> 9-1 3 i> U^rf- K © & # * b < #if ^ 

Tit.tf y ^ \sHr*f- FcDm&tf^fh^th i 9-2 i y ^ ^ K*»fo* D , 

m*° y ^ * U^-^ F© 5 < i fc-h?^« 1 / 2 as RNA^^tLjy.^ DNA 

2^ijt#y u^rf- Ftf^if *7t, ^©J:5^2*^^y^^ 

^^F^:J3l^T\ T^iri^gl^T RNAT?;fc5i, ^tefe^©|S5iP.&# 

^/Ky % V u*j- h**®-$. L< {3y>fr < i: fcfa 3 : 7 ©^;vJ£T% «t 9 »S L < 
tt»4 : 6 CD^/UikX*, *Lttt»Sl< fi*R6«) [C ( fc> fa 5 : 

5©^^b) 2*#.i>mm-tz>iB.mfc-&-eMmL. z 
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(2) 2*$H*° y ^ ^ v*-?- K^^BJja, !Mft N h% VN«i@#-©^As RtfWtt 
• ft 3ft e^f-A* 1*3 "T? RNA m*E^ 4fc»^^^^ffK:»»i*tt#St>© 

t? fc n rf #n fwr <e s % <d -e o t t £ 0 tfy c a % #38 m t? jb v ^ s m a# i± , 

«5«BHa, 't>j£*»IlSu rt&*BJ^ ftfeJNBJS, ^DT, «*BJ!£, EM, y ^s&\ 
•v^p^ T -i?, #*Bfc\ #*fc£5^ hM, Itf, 

^^V^JBISx fl^UUS, 5£#Ms IflBISfe it^rt^^TTi^fcii* 

^asifc^lBJSOi^aptf fetua. r. <d a ? itit cho-kiib 

J3S(RIKEN Cell bank), i/ 3 S 2lBJ& (Schneider, I., et al., J. 

Embryol. Exp. Morph., 27, 353-365(1972)), fc h HeLa M (ATCC : CCL- 2 ) N 
fcS V^fit h HEK293 Mm (ATCC : CRL- 1 5 7 3 ) U < Jf V> ftS „ 
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tiiife©^!l^}±, &ig, fc3>$^ aA^?- K 

^^B^a^i^s^^x (Drosophila) N *5 «fc © g & # £ ft 5 „ 

feft^o ftVA-fc^ttw©*-^^ ttibfrwffift^fcttiwftiiiiiia^oftA* 

fcftMs foSV^i^fciS^fe^ffl^bftSo KHu 
ftp, JSjjFN (AT, ttrtrtXtJ«»|RrtS#«r'&tp) #fen, M> jfeUCW. 

»t5i ^tiys, ifBjafcfc 5'M<Hl3 fcT-i*A£ftSfc:3fc#*Sr 
1 — 1 0 0 0 nM * LV> 0 

*!rtTte< „ m-RNA, b< ft 5? *s*91L<D&&&.h bX 2 0 %Ei_b©P&#«rIt 

^«jite^©is^ita#*{4, mm-is-?© rna ©m. sfcttsfta* 
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A-*l:**AfrH:j3V^-CJtft-t-5C. H:£ D $iJ^1"S ^ bT&X*% S, mRNAili, 
**bg*IE*BOii*fflV^fe*T,*^fefcJ; 5iHjei-Si fcjJJ-r?**. JMfctfHc}*, 

PCR. In situ hybridization <fSrfflV^Ttf 5 5 0 9 > 

iiA#tIfi5Sai©fft^»tft5 r. i: t ± ?> |ALfc2*|*' U J* * U 

(1) (cISttrotiJ^PM^^, (2) HHB«o**A#fcR*fcUX*A"f*o 
m A # t? * © m fls % ft If 1" ^ # * f! M f ± # K: M R tt $ *u & u ^ # , $ J *. tf « A # © 

5*A#©3SKu fc5^f**A#©^ifr^©&ifo#^SiriSWfc*u5. m 

waters* tea*. i&(ommxitKia^x^(D^ic\t. toMciwts 

MffiV^ri^lS. iAWOilftUT, fclfcWr mRNA ©#<£ 

— * h7V^7xU"-^PCR,&5^« In situ hybridization ^^#tf fetuS „ 
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mm, MMf\-ftw*um-rz>mm, mm* DNAtstt5»*o*a*^ 
#^ © ? ^ g rois a o ±# # # m <o m m. <d m m t & 5 »<d- 1, $ w sse^ » % 
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4ffSra-K-r5BB2Riar*JfebT*s»tfJ, MA* fcl* 2 *HtK y * * ^^-^ 
If ORB yXi.©i^f ^*lf biio„ ££>S-ti, itMHJIfcJ;<5 DNAjf 

frttfcMflfli LTRIli-J-5. m&lmfc^-k LTfi, ^O^iiOfiT^ $fcl± 
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*m<6 psiat-e^s xpa/xpd/xpf/xpg mb^^ dna 

polymerases JzHktfXD APC *<f£^, ¥L#^© BRCA 1 /BRCA 2 at 

B^, WJRsftoiNS/iNSRate^^ajtrfbt^s. 

t5 DNA RNA*»feft5 2 y W^-^ K£,0!l*.tffc MS*©***! 

i»ftllWft5iil:J:*itf, ±12^ ©?&i?^.K fc fc^BfrjlW©* * y - 

©iB^ic^-rstij-a-tt, i ~9 ofi*%©iB"caEsb*ix#s D ^^sii 
(5) w &-^-m.B : f<Dmm^mm^^mh l*:— jav^s^ifc 

«PJ©±|B (1) ~ (4) fC|B«bfc^fett, tt^Aflcfcse&ate^©^* 
< t fc—tt©tt£E3&Jfc*WWl!:ra — ©E^ S DNA i: RNA*»feft5 2* 

>r*-9~-9 ^<^fltSr = — DNA fc-^tflSSL'** (b) g?-f 

iHStlftlclW] — ©iB^J^r^rt-5 DNA t RNAj^bfrS 2#$K# y^^ u^rf- p&m 

* y n t (e: j; y s »A{£ftl?©M^©3§5IPl^»/^o 
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**©#*3Wia»c:S3te^ ^^^StSr^— K1"5 DNA £-^ii>3§91-<^ * — ^r^A 

3BA±©»UlS«:3SiR-t-5. r.rL"T?»^**Lfc«ua{c % ^i^yf^-^-^ 
flra- DNA ©4>fc< i t— W©iSSia5!li:*WttK:|BI — ©E?d 

DNA i RNA 2 *SH* U j* ^ Usf-^ K*»ALt#*Lt,'f 

n b 5 0 

(6) *|SWK:^^fcttS *y h 

±|B(1)~ (5) KB<fcUfc*jfeSrff 5 Tctb<D*ry h t Itft, 2^i«^y 
H\-f ^t 5 '^ — Jf K-TS DNA Sr-g-tf^^ ^ — > 

■TS DNA i RNA)&»fcfc5 2 ^jftsjf y * * H\ ^^j-foltl 

lis *1 i'*-*-* KJHAofc*ottSK»4jt^*ti-*. Ftt. 
i;ftfe£T©l*3SfI^3rl3 trMfift < , -LIB Lfc#JSB§©;*r«Ui:JB^ ^ 
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H JiTte© SlttCT fc: £ D fa RJ£ £ ft S t> © *T*r±fe i^. 

afe£©amnA 

( 1 ) DNA-RNA ✓n-Y "7* y y 2 y Utf-^- K©ffr* 

<h ltl±*^/V (Photinus pyralis) © luciferase itiS^ 1 (P. pyralis 
luc Jt-jSiF : accession number : U4 7 2 9 6 ) trJlV^ n tl^^tf^l?!^^ ^ 
— t b-Ctt pGL3-Control $> — (Promega tfcfil) £JlWc 0 P. pyralis luc 

st-B-T-Bfittti ©^ ~e SV40 ©7°p — t iu a v-y-^/v-e^* 

fc»lC4oTV>5, £fc-f ^-rV * — 3te-7-r± * ? iX-Y ^ >r (Renilla 
reniformis) © luciferase sfilST- V\ r. tt £"3 tsW^L^ P $ — k IT pRL-TK 
(Promega *k») £fflWc 0 

#11*08 fcJB Wc 2 y 5? ^ KCDfNRUcflfcfrftfcs 2 1;** 

K*»fe*«-t ^^flfiia^J*^- 1 (DNA) *fc(iIB^iJ#-§-2 (RNA) Tr^-fk© 
Slfc, T^^-fe^^^« N ia^J#-8-3 (DNA) * fc te!B?!J#-i§- 4 (RNA) 
{-^i-t©i?fe5 0 rttb©BH^J(e:oV>-Cs DNA fcSl^fi RNA ©=^p« 7l 1 * 

■fe^^0*?y * I^^-^ KOE^fltts SftlfifTJfcS pGL3-Control * — 
f£© P.pyralis luc 3ft fi-^ (^ 1,6 5 3iftX2t) ©38-58#@©^^ Wpf 

P.pyralis luc 3t{g^©M&: Pfl^f -5 fc * Mffl V^c 2 RNA, 2 DNA 
D 5 ^ 2 DNA-RNA ~f V y Ktt, 11 1 \Ctf Lfc-fe ft PLsl (RNA) 
DFLsl(DNA)^, T V^-tr ^*ft FLa2 (RNA) £fcf4DFLa2 (DNA) 

^-fc^* 1 y 5< ^ KSr lOmM Tris-HCl(pH7.5), 20mM NaClSJSffi 
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TBEMW^'t'-e© 2 % 7 n - ^ ^;VT ©ISftfl T'fegf 5 /i^ _hiE^#-t?{± 
J&^t'tto l !)?^ 1/^-9=- K*s 2^^/K <J ^ u^-^- K^^bTV^c 0 

(2) ^-^-5HS^, &tf2*Mtf V Is*?- V<DM 

%&kMJ&k L-Ttt CHO-KI M(RIKEN Cell bank) SrJlW ±f Jfttt Dulbecco's 
modified Eagle's medium (Gibco BRL *±§g) (c#'[ftftl 0 % 4= J& J! Jib. flf 
(Mitsubishi Kasei l±M) St>'ft4if h IT penicillin (Meiji |±M) 1 0 units 
/ml, streptomycin (Meiji *±M) 5 0 ju g/ml £8sJp L&. t> © 3r Jl V\ 3 7°C, 
5 % C O 2 # «E T T? if * L fc 0 

r © CHO-KI SHflStiO. 3X10 6 cells/ml ©»ft-C?2 45t^°^- h 4 # , 
1 Bflfc Ca -phosphate (HflJSl^ ^ y * , I*liS*bS. ^± 

ft ( 1 9 9 2 )) tl. 0 M g pGL3- Control DNA, 0 . 5 M g pRL-TK DNA, 
&t>*0. 0 1, 0. 1, 1, 10, lOOnM 2*i*"y^^Vtf 

(3) #*3iwiai*j©ae^3sa©»ift 

-h|B^Jfe0!l 1 (2) -eW^bfclHIS^ 2 0 B# M iH- 0 1& L, Dual-Luciferase 
Reporter Assay System (Promega f±M) ^rffiV^T, 2 WB.^JVi/y zc y — i? 

(Photinus pyralis luc RlP Renilla reniformis luc) > s< & ^CD^ijUk (/1^> 
7i 9— t? ffitt) 5riliJ^bfc 0 ^3t©aiJ^{± Lumat LB 9 5 0 7 luminometer 

(EG&G Berthold) Sr fflV^Ttf o ft. 

CHO-IQ Mfc^A L?c3te^-©3eSift, DNA-RNA 7* V y KS! 2 

v*^- Ktaotit^tifc (B2)„ Ifift^-ffrfe, yf^^-^-s 

1% 2*I#y v*^ Ktr^ALTV^V^figjaMcifc^, 2 RNA 
i#©H^}CJ3: 2*#!*° y ? U^-f K£ 1 0 OnM SSaoUfc £ 9 6%, 
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DNA tryfty^W RNA © 2^§l*° Jl ^ ^ FagA^fi 8 

o %©fiW56^3sm©M^mit£^fc 0 ipfe. 2*«ji?y 5?^^^-^ k©* 

DNA T'fcofc ltt»7yft^fll«S RNA Tc'fctUf , 2 RNA 

(cifc'<xjft*^»v>Jtej5«6>, cho-ki jwja-^oate^iBSftia^LWs 
mmm 2 v-g frs? g »y<xs 2jEjafai^A_L& dna-rna ^ ^M2^im 

( 1 ) DNA-RNA ^-^712 V ^ ? U F © ffM 

Sfaat-B^fc LTfiUJfe^J 1 h MWiO Photinus pyralis © luciferase 5H5^-(P. 
pyralis luc iStfe^?- : accession number : U 4 7 2 9 6 ) ^r^jV^fCo 
fr — *t — at^^fi Renilla remformis © lucif erase 56^^- £J3 l^fc 0 £ fc^ift 
^ ^ — t>^M^!J 1 K:|Bl|fc©t>©£rJf ^fc, 

K*»feft5-fc^^#ir3:K?!l##l (DNA) * «IE?iJ#-5§- 2 (RNA) -C^-Tfc© 
-efcSo T^ir^fUi, I2?iJ#^-3 (DNA) * fc»4E3?lI#* 4 (RNA) 

fc^i~^> ©T?fc So -tt £> ©BH^iJtoVNT, DNA fc 5 Vn» RNA ©=¥;=< 1 * 

y U'^-f f^h i i^t^o niflsKbfco ^tbb©*? y f 

P. pyralis luc St^S^©^?!^ PlIII'S 7h J6 {Cffi 5 DNA-RNA *c ^ 7S2^: 
y J* * 1/^-^ KHu H 1 (r^bfc-fe^^ii FLsKl RNA)t T^ir^- 
^<ft FLa2-l, Fla2-2, Pla2-3> Fla2-4. Fla2-5, Fla2-6, Fla2-7. Fla2-8, FLa2-9, 
Fla2-10 (DNA-RNA 3f-^ 7S Wtf K) t % ^tl^tl&'b £ * 

S w t -ef^SS! Lfco ^^©^fei:LT«-fe>"*l*it RNA, T^i? ^ 
DNA-RNA 51 1 5? * F&HMI 1 h LTK^$*fc c 

2*i*!)^^Wtf F©i4» TBE mWM^X^tD 2%T Jfv—xSf^-?<Dm 

(2) tCsftjt^, -Y^W*— afrfr^ Xtf DNA-RNA **?S 2 
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V x 9 \s1cf- K©*§MllJft^©*A 

#SHBI&i:U-CB:Va!>^3^^3iS2lBJIS ( Schneider, I., et al., J. 
Embryol. Exp. Morph., 27, 353-365(1972)) 3r ffl V> „ Jfc ±6 f± Schneider's 
Drosophila medium (Gibco BRL tfc«) fc##fls 1 0 %-*NBJfcjfiLfflf (Mitsubishi 
Kasei ttJR) RJl^^mW t IT penicillin (Meiji tfcji) 1 0 units/ mU 
streptomycin (Meiji tfcSS) 5 0 M g/ml SrgsiP Lfc % <D £rffl W 2 5°C, 5% 

^OS 2jpHJS«l . 0X1 0 6 cells/ml©i^lrZ4^:/V"htS§, IB 
«fc Ca-phosphatetfcJRife (Ml^W K / y 9 , =£±*fc (1 

9 9 2)) tl. 0 m g pGL-3 Control DNA S 0 . 0 5 p. g pRL-TK DNA, Jk.X$ 
1 0 OnM 2*0JKy JSC* l^sf?- KSr^AUyt. 

(3) ^#wj&rt©at^jsmoJB9^ 

±lBS*i6hW 2 (2) 2 0 B# IB & 0 JR L * Dual-Luciferase 

Reporter Assay System (Promega ttM) ^rfflV^T, 2ii©;kV7i7— 
^^«©*a**«83£bfco mjtOPJ^ft Lumat LB 9 5 0 7 luminometer 
(EG&G Berthold) %rM V^Ttf o fc a 

S2|HISiC2»Abfcat'g^©|gm«s 2#&© 5 ^ <D ± y X ffl % RNAtcH£b % 
TV^-fe^ffiJ^rDNA t RNA V * 9 Vitrf- Kfc UTfFMbfc 2 1 

J* 9 U*f- Kfr> &S DNA-RNA *^7l2*iJlf U5?^l/tf KCiotH 
(H 3 ) 0 fi£tt^-f^t), -Y ^-^-5t^^©l§51* (^^7x7 

S.T^^2p{i^-e^bfc 0 2#$H/tf y ^ U*^- Kort, T V^-fe^XfiJ^ FLa2 % 
FLa2-2, FLa2-3, FLa2-8, FLa2-9 <b©fi. 2#ii*° JJ ^ * U^"^ KSrig 

AbTV^VStflaPlCJt^, ^rft^jfx 9 6 %, 9 2%, 9 4%. 9 1%, 9 6% 
fc, StSfSl^[c^< at^^^m^Pl^bfco T^T-fe^flJjJS FLa2-5 TJfcafc 
©t±. 7 3%t «S*fcfl<j3ftV^Ra*S&*Sr535 bfc 0 T^^-fe VJMll^ FLa2 ■ 1 N FLa2 ■ 4 N 
FLa2-6, FLa2-7. FLa2-10 T?&3<b©{±, < ft V^jK foS^fi 
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1 4#g <D 2% Z V3r=f- K*S RNA(UA)tfc5' ttfcS. 3ft*©»**o 
? V * K zJS D NA(TA) 1? $> o 7t 0 ^ o T % S 2 $3 IS ft J? V n * H jft 0>J fc *3 V n T tt > 

-c«u, zomcDUft* dna (cfimufc 2*i^y i^?- k©#ajc± 

ffelUoT, RNAi »*©»Sfc&Ka»o+#k Sft5fc«*#£;b5VMi^ 
giJU r©^«2r^tr£|3#£ RNA i ltft#L, * ©Itil©^ * DNA tc^m L 

RNAi 3s** ic x o xswate^ ©isms- m t * 5 i mm £ n s „ 

gjjfcfll 3 fc h HeLa MM, r- HEK293 H^iCiALfc DNA-RNA ^ ^ 

9M2^jg7KU ^ ijfc£_5^^£©MM^ 
( 1 ) DNA-RNA 712*1*" y ^ l^sj-^ K©M 

Sttftftfi LTdUM 1 i fsl^tc Rpyralislucst^trfflV^ d ft §: -g- tf 
il^^^-tLtli, pGL3-Control ^9 $ — (Promega tk«) ^fflV^c 0 * 
fc-Y ^X-f X — ^— atfe-T-ttRenilla reniformis © luc ite^SrJl V\ rft£--^ 
tsmjL^-? 9— h It pRL-TK (Promega *tlH) fc/BV^fco 

if^Mm\^m^^tz. 2*m$-° v * 9 u^-f- K©MMt>ftfc s 21?^ v^-^ 

K3&»fe*5-fe^^«ir4B?0#*l (DNA) Sfc«IB^J#-^-2 (RNA) T^-f-fc© 
■tffcS. T^^ir^^lStt, @S?lJ#-§-3 (DNA) * fcilB?!!** 4 (RNA) 

t)©-Cfc« D ^tlfeCSyUlCoVT. DNA *>5V>|± RNA ©^.7* 51 1 * 

Htf y j* * v-a-x f^iu i \ZTFirb& y> \zfpmvit 0 ;ift b©*° y * * k 

-fe^H/Ky j*^ K©K?UH\ SUftSHS^fcS pGL3-Control ? — 

$><D P.pyralis luc fitted 1,6 5 3 ±&XM) ©3 8-5 8#g©^^ W^" 
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P.pyralis luc Jt-B^ & RB.*^ Sfcfcicffi DNA-RNA ^/7l2 

*y^^tf Kliv 12 1 tC^Lfc-fcV^gl FLsl-l, FLsl-2(DNA-RNA 9 
HWU?^ V>*°? K)tT^^-feV^«Pla2 (1**RNA) fc 
#-8-$-* -5 £ t !?Mbfc 0 £;&(Djj& k LTftiry^ DNA-RNA 
*si?y^^ ^^-5=- h\ T^-fe^ l#g( RNA fr&ffiftll i^il'LTKJS^ 
*fc„ 2 JJ 5? ^ U^-^- K©K£fi TBE SRW^^t?© 2 %T#p — ^ ^Vv 

•V (O n%$iW> T? 4ft S L fc „ 

(2) SttJUS^ W ^x^f DNA-RNA * ^ 51 2 

Wttate^Sra^^sfc*©*!**:**'** ±ib (i) rub*© 

pGL3-Control £rJlV\ -Y :x-r>T ^ Jt-fS^-cDlSil.^ ^ — ±|B (1) 
KUBlfeOpKL-TKSr/SV^fc. #3ISilJ5S t ITlit h HeLaM (ATCC : CCL- 

2), S.T^fc h HEK293 M (ATCC : CRL- 1 5 7 3) $ itt tt Dulbecco's 

modified Eagle's medium (Gibco BRL tt«) fc^flHB 1 0 %^J36J^lfiL?i 

(Mitsubishi Kasei ttft) X.Tf$i±#)Wk L T penicillin (Meiji M) 1 0 units 
/ml, streptomycin (Meiji $±W 5 0 jag/ml fr^DP Lfc t> © %m V\ 3 7°C, 

5 %C02#*£TTf#*Ufc. 
HeLa MM, HEK293 WHS ft 0 . 5X10 6 cells/ml, 0 . 25X1 

0 6 cells/ml ©igt2 4^7°^— h {c * t „ 1 Ca -phosphate £fc it ife 1? 

1 . 0 ju g pGL3- Control DNA, 1 . 0 » g pRL-TK DNA, 0 OnM©# 
DNA-RNA p< 5l2*i*y ^9 K*iALfc. 

(3) $M&rt®at<£ : ?-%£®fii£ 

Dual-Luciferase Reporter Assay System £rj|jl^T\ 2 ffiUcD/Vix^ m 
>y<^m<Dm^M : tWl^'Ltc 0 ^3t©S!l^tt Lumat LB 9 5 0 7 luminometer 
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HeLaHBJ&& btfK HEK293 MJtfcmA Lfcilfc^WMte, 2 ^^<OT >f- 
"kls^mS: RNA fcBJ&U -fe^^MUS: DNA fc RNA ©3^ 7*1?? K 

£tbfc (0 4). fltf^-fftfc, -f^f*^ ^-^-*e^©IS5i* (^^7i7- 
Rt^«l2|iflS^"C^bfc. 2*«#y K©|*3, -fe ^^iftlj^ FLsl-2 T? 

9 0% (HeLa JNHJ3&), 9 5% (HEK293 j|Bfl&) fc, 2 RNA(FLsl/FLa2)»| 
A#ira<*©3SlVN|a#3»*Sr3<Ufc. FLsl-2 f±Sa?0_h 5 ' «©i 2** u:*-^ K 
aSRNATffcDs ^©^^C^©;** W^"^ KtfS DNA T?* 5 „ fi£oT, HeLa *EB 
ISiiCfetJ^C HEK293 lB«^:fc;£llifeWc*5^Tte:, T V^ir^^ll^ RNA 
tLfc*-^ -fe >xfo\<0& 1 2 J* * U0r*f- K©£frfc3 iNfi^e© — §M S > 3£v^ 
RNAiSi^:©^ Iftfr tot^S*>ot^©«ti)5 n t 

jillfefcij 4 b h CHQ-K1 (^sttXLfc DNA-RNA =fr * 7S! 2:fcflH*Ky * £ 
K tc J: 5 a fc^ © 38 a HUE 

( 1 ) DNA-RNA ^r^ 7l2*i* JJ 3? * U*?- K©ffcR 

*R«ate^fc LT«M$! 1 fc ^tH- P.pyralis luc j&^%;B V\ ^ftSr^tf 

pGL3-Control 9 - (Promega *±®S) £fflV^c„ * 
fc-Y Vr'-f <7-— JtisT-JiRenilla reniformis © luc at^-^Sr ffl t^, rftSr^- 
&^H^7^-iLTpRL-TK (Promega *t«) 

Ytfrb&S-tl'Xmia V-X^- KOBB^Jra.fitftjjft^-e&S pGL3-Control 

*<9 9 — 4 1 © P.pyralis luc Sft-g^f- (t£;R 1 , 6 5 3 ©8-2 8#I (8 

-28), 3 8- 5 8#| (38-58), 1 0 8 7- 1 1 0 7f| (1 0 8 7 — 

1107) ©jtf y ^ * vitrf- K(ctB^i-§„ 

■€r*t-?H©4£M2?«f±s 8-2 8 ©i? V*§K^K?[J#^- 5 (DNA), 6 (RNA), 
Ti^i? ^^*aSE?D**7 (DNA), 8 (RNA) ic^f ©T? *> 5 % 3 8-5 

8<D±yxm*mmm-B-i (dna), 2 (rna) ry^±^^m^w.mm^ 
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3 (DNA), 4 (RNA) fc^f h <D T? & 5 „ Jfcl 0 8 7 - 1 1 0 7Ot^| 

<D^sia5ij(±MB^ij##-9 (dna). i o (rna) t\ t > ^± > xm&mwm^- 

1 1 (DNA) v 1 2 (RNA) 5* t> <Z> T? fc 5 „ 

r.fre>©E?llfco^T, ±M«!|cd$j¥# (i o~i 3 ^ ^ K) ^-fe^*, 

T^ir>X#fc RNA T'feSfc© (C), ±SEfl|©*&^ (10-137^* 

K) &±>-* s T>"f-±>-^^\C DNA fc 5 t> <Z> (D) TffcSfctOx T^f- 
± rna -eft. 5 , -fe yx|© _hi5t5<D$j¥# (l 0—1 3 J* ^ uir^ K) # 

RNA ft -5 t> © (E) s ty^i^RNAT?*!), Tyft^lOilOff 
# (1 0~1 3** W^-^ K) ^ DNA tfeSt© (F) SrffMWLfco £.*x£>© 

S(Lfc 0 ^-g-^-fei LTfii? V^, TV^i? V* DNA- RNA ^ 1 U 

(2) IRWat-g^ -f yr> Rt^DNA-RNA^^7S2*i* 

«wae j f-sr»5i-t-sfc»©iaift*.3sgi'<^ ±13 (1) tia*© 

p GL3- Control ^fflVN, ^-^-l^OlSi^^ JhfB (l) 

lB|fe<£> pRL-TK Srffi V^fc „ J6F*3WJak UTttt h CHO-Kl *BJ!S (ATCC : 
CCL-61) &M W Dulbecco's modified Eagle's medium (Gibco BRL tfc 

£1) fc#Wffc 1 0 %4^6JEjfiL?i (Mitsubishi Kasei tfcJR) R^iftf itt 
penicillin (Meiji |±M) 1 0 units/ml, streptomycin (Meiji $fcM) 5 0/ig/ 
ml SrS&iPLfc&oSrJBi^ 3 7°C, 5 % C 0 2 #4TtJ$i Lfc„ 

CHO-Kl mifelZ^tfrl^tl 0 . 3X10 6 cells/ml ©it^T?2 4 TC^V- hC4 
^ Ca-phosphate 1 . 0 ju g pRL-TK DNA. 1 OnMSfcfi 

1 0 0 nM (D # DNA-RNA ^ 9 M 2 V % ir WjJ-^P K^iAU. 

(3) tt£fflJ&rt®ft£- : HR90ffl£ 
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mWli hfflUfc, iifBHife^l 4 (2) T-mMlstzMmte 2 oNpfW&telUJ&L, 

Dual-Lucifer ase Reporter Assay System Sr^V^T, 2 jfftH CD^V 7 m 9 — •£ ^ 
^^^R©^itft%S!l^b^ 0 M©i!|)t«: Lumat LB 9 5 0 7 luminometer 

2 y ^ u^-f- KotS3t*5 «fcO=i ^ h p-/v ( 2 3fc«S3K y * * i^f- K 

ALfclBiao^V^ni^ — ^SttSrH 5 [r^Lfc 0 H^s RNA 

?ua»e>fc5 # y??^ v^-^ K^fc^-ct, cho-ki afifciAufci^©i^a 

fix 4>fc< i: y J* * l^^- K©± RNA h Lfc^tiftLiS 21? 

* F^b^S 2*&#y js* i/*^ K(cJ:o"Cia***Lfc(H 5 (A), (C) 
*5«fO« (E)) 8 

*M^«J"eIV^fc ( j: 5 ^^ife^btffcfOiCfSlcioT, RNAi 
RNA i LTftf L> ^(Di&(D$V>ft% DNA CfH Ltffi Lfc^tlWdS 2 1 3* 

* Ka»fcfc« 2#gt#y ^ K(±, RNAi MiacxgMf 

*tHHtt, 2001 ^11^ 21 B ttlfI©0*4#l^ttlS (#M 2001-355896) fcS 

*HIPJfc ifttf* «#*B1I&, IELJIL f@#:tr:*5V^-C. b h * btf«©flii©£^ 

V^*ljteTf*>oT'b N RNAi $!*©?*[ < |8 L-T^ 5 UPAS £ — y — =V 
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KB«Jt'W**L5^3fe©|SMSWib-Cf± v 2##S RNA ®IACJ:5 RNAi 
fe^rf kftSflS, RNA tt#(c 1 ^:0©^B-ettRNA^«?^*fc iotifet 

i: RNA d> fe * 5 # y 5? 9 Is**? F> Hrfrlft it DNA #1 fc RNA h * 5 

:/ y y K# U 5? ^ V^-^ F\ Xtt DNA- RNA ^r^7*"!)5^ 1/^"^ KSrJBv>3 £. 

fcisnrife-eabs. fc a»s>, lectin, iAts*"!)^^ 

DNA }± RNA i: th|£ LTfMI> tf^^SCSIu T 5 >"fbs y ^IHl^ ^tf— 
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W afc © $5 ffl 



1 . *tt3te : f-o^*< t fc-$P©mSIB?iJi^«fetc^-©@B?0^^1-5 

dna i ena ^ & ^ § 2 ^ ^ k^-f f mm, mm, $>%^i±m&fc 

3 . 2 K ffi , DNA II £ RNA §M.(D^4 7 V v Kffc 5 i t 

4. DNAftfc ENAiOM^J y K*, ty^i^DNAT\ T^^ir^^ 
«**s RNA -e fear fc*W*4:-t-5W*3fi3fc|B«t©^ife. 

5 . 2*i#l) % V \s*f- K*S, DNA i: RNA ©^ 7^*>5 - t 
Sft^JIl SfcfJ 2 tcfBife^^feo 

6 . 2*mtf V * 9 Y1fi, V * * K© 5 4>fc< t t>±«E 
11© — to& RNA-t?fo3 r £ Sr#«t-rs»*3S 1 ~ 5©^f^i>KB*om 

7. .hifcfll 9~i 3?^utf Ki»bft5di«r#»tt5»*« 
6 RUB^o^Sfe. 

8. 2*^/if y ^ * v-^-f- K*s % 1 9 ~ 2 5 u*?- Kd»fe/jS 19 „ My ^ 
* w^-^ K© 5 fc, < <b t>±«E l / 2 # RNA -efes r. i 

3S 1 ~ 6 ©^1* tl*>KBB«©^jSfe. 

«fe©3ffcfe= 

l o. W*^l~9©V^T*ba»lcB*©*fefcJ:«*ft3tfi^©3Saia#©tt 

1 1. S* 3ft 35 1 ~ 9 ©V^T tb/!)MCl2i5©^fe£m^ctI^:tlS^©?§a©Pl^ 

tiD, IBIS, *>5^(±{@#:|C#g©tt©^##i-5^fe 0 

1 3. e»**i 2tzmmt<Dmiik, mm, h^^^tm^^mmm^mML, m 
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16. ft^II 1 ~ 9 CDV^-f tL^t|B^(D±-fe}cl*3V^T, *E$L fcSVf* 
flH£Mc£ bt-T ^r-Y^--^ — * W«^SE5r3 — DNA ^t?3§m^ ^ 

17. ft^ia 1 ~ 9 ©v^-f tLj&Mctafco^SslcfcV'-c* ffflJBS. *>5VM± 
fa-ffcfcS kK:^ yf^^-?-?y/^f*3- K-TS DNA ?r^-tp|Sm^^^ 
— , XtNR DNA ©4»&< 2: t>— 8P©a[3iia?DisfeWWK:ra — ©E5U*»feft!? » 
3&*o DNA Sr-grtf 2#§K RNA ^flflS^ajA bT,^-f R 

18. 4 yfV^-^-^^^^I^, ^v/^If tWSUfSflff i 

19. >T ? — 9 is^fStft^ a: 9*— £-T?#>5f*3ft:?[ 16 — 1 

2 0. (i) Mftikfc?- bh—fflo&mmwkgfttoKLm-tomm&jr 

-T5 2*^7jf y jk^ u^-^ FtJioT DNA i: RNA © * * 9*» ft 5 t> Srf^UI 
U (ii) »2*«jKy 5C^^^-^FSr«IJ&, it. fc5^Bfi*C#Ab (iii) 
&5VM±{i#:^©^iftji^©^mPlM*$!]£b, (iv) S^at 
^©ISSMfc: RNA tfeSrt^Mi £iT,3E?!l&#J&1-5 £ h %W$it 
1~5 RNAifejc&frS RNA ©M#M£© IK) Jt^?fe 0 

2 1. 2#|S*°y J* * K#E % ^©2*i<D^^b*-^^ RNAitfc 

2 2. Waft* l ~ l l % 13, l 5 ~ 2 1 ©v»-f*id»K:|B<t©^S(cffiV^«fc 
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2 3 . 'j>%:< t hm^m 2 2 icSB«i© 2*ic*° y ^ * i^^-f - K4r*tf*«iai€ 

2 4. i>4< i tf*^«2 2 icfEtfc© 2*ii^°y K«r£tf»:fc9U 
13, 1 5~ 2 1 ©V^H^ClE*©^^^ fcfco^y K 
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t^^i : 

FLsl: CAUUCUAUCCGCUGGAAGAUG 
DFLsl: f!ATTCTATCCGCTGGAAGATG 
FLs 1- 1 : fl ATTOTATCCGC UGGAAGAUG 
FLs 1-2:CAUUCUAUCGGCT GG AA GAT G 

FLa2: UCUUC C AGCGGAUAGAAUGGC 
DFLa2: TCTTCCAGCGGATAGAATGGC 
FLa2-l: TTCTTT7CC AGCGGATAGA AUGGC 
FLa2-2: TCTTCCA GCGGAUAG AATGGC 
FLa2-3: TCIUCCAGCGiMUAGAAUGiKl 
FLa2-4: UCUTGCAGQGGATAGAAXGGC 
FLa2-5: TCTTCCAGCGGA UAGAAUGGC 
FLa2-6: T Tf!TTTTfI C, AGfl GG ATAG AATG G C 
FLa2-7: TCIXCCAGCGGATAGAATGGC 
FLa2-8: U£UU££AfinGGAUAGAAU£££ 
FLa2-9: T flTTC C AG C GGAUAGAAUG G C 
FLa2- 10:UCUTJCCAGCGGAT AG A A TGGC 
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SEQUENCE LISTING 
<110> MITSUBISHI CHEMICAL CORPORATION 
<120> Genetic Inhibition by double stranded polynucleotide 
<130> P-43361 
<140> JP 2001-355896 
<141> 2001-11-21 
<160> 8 

<170> Patentln Ver. 2.0 

<210> 1 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthesized 
<400> 1 

cattctatcc gctggaagat g 21 



<210> 2 
<211> 21 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence^synthesized 
<400> 2 

cauucuaucc gcuggaagau g 21 
<210> 3 
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<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:synthesized 
<400> 3 

tcttccagcg gatagaatgg c 21 

<210> 4 
<211> 21 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence^synthesized 
<400> 4 

ucuuccagcg gauagaaugg c 21 

<210> 5 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthesized 
<400> 5 

acgccaaaaa cataaagaaa g 21 

<210> 6 
<211> 21 
<212> RNA 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthesized 
<400> 6 

acgccaaaaa cauaaagaaa g 21 

<210> 7 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequenee^ynthesized 
<400> 7 

ttctttatgt ttttggcgtc t 21 

<210> 8 
<211> 21 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthesized 
<400> 8 

uucuuuaugu uuuuggcguc u 21 

<210> 9 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial SequenceSynthesized 
<400> 9 

ggtaaagttg ttttattttt t 21 

<210> 10 
<211> 21 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthesized 
<400> 10 

gguaaaguug uuuuauuuuu u 21 

<210> 11 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial SequenceSynthesized 
<400> 11 

aaaatggaac aactttaccg a 21 

<210> 12 
<211> 21 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthesized 
<400> 12 
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